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research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may- 
result in loss of user privileges and other penalties. 

************* sxN Columbus *************** 



FILE 'HOME* ENTERED AT 00:17:06 ON 11 OCT 2007 
=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'REGISTRY' ENTERED AT 00:17:15 ON 11 OCT 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 9 OCT 2007 HIGHEST RN 949922-95-6 

DICTIONARY FILE UPDATES: 9 OCT 2007 HIGHEST RN 949922-95-6 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 29, 2007 

Please note that search- term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ support/ stngen/stndoc/properties . html 

=> file hcaplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.45 0.66 

FILE 'HCAPLUS* ENTERED AT 00:17:20 ON 11 OCT 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY . (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 11 Oct 2007 VOL 147 ISS 16 
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FILE LAST UPDATED: 10 Oct 2007 (20071010/ED) 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
siibstance identification. 

=> s antranilic () acid () amide? 
9 ANTRANILIC 
4457643 ACID 
1595800 ACIDS 
4961115 ACID 

(ACID OR ACIDS) 
181128 AMIDE? 
LI 0 ANTRANILIC (W) ACID (W) AMIDE? 

=> s anthranilic () acid () amide? 
12520 ANTHRANILIC 

1 ANTHRANILICS 
12520 ANTHRANILIC 

(ANTHRANILIC OR ANTHRANILICS) 
4457643 ACID 
1595800 ACIDS 
4961115 ACID 

(ACID OR ACIDS) 
181128 AMIDE? 
L2 67 ANTHRANILIC (W) ACID (W) AMIDE? 

=> s 12 and VEGF () inhibitor? 
21171 VEGF 

182 VEGFS 
21189 VEGF 

(VEGF OR VEGFS j 
1063541 INHIBITOR? 

258 VEGF (W) INHIBITOR? 
L3 1 L2 AND VEGF (W) INHIBITOR? 

=> s 13 and review/dt 

2076262 REVIEW/DT 
L4 0 L3 AND REVIEW/DT 

-> d 13, ibib abs hitstr, 1 

L3 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBER: 2005:283363 HCAPLUS 

DOCUMENT NUMBER: 142:329832 

TITLE: Combination of a vegf receptor inhibitor with a 

chemotherapeutic agent 
INVENTOR (S) : Bold, Guido; Brueggen, Josef Bernhard; Huang, Jerry 

Min-Jian; Kinder, Frederick Ray, Jr.; Lane, Heidi; 

La tour, Elisabeth Jeanne; Manley, Paul William; Wood, 

Jeanette Marjorie 
PATENT ASSIGNEE (S) : Novartis Ag, Switz.; Novartis Pharma GmbH 

SOURCE: PCT Int. Appl . , 71 pp. 

CODEN : PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE : Engl i sh 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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wo 2005027972 
WO 2005027972 



W: 



RW: 



AE, 

CN, 
GE, 
LK, 
NO, 
TJ, 
BW, 
KZ, 
EE, 
SI, 
SN, 
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LR, 
NZ, 
TM, 
GH, 
BY, 
ES, 
SK, 
TD, 



AL, 
CR, 
GM, 
LS, 
OM, 
TN, 
GM, 
KG, 
FI, 
TR, 
TG 



AU 2004273615 
CA 2537991 
EP 1682181 

R: AT, BE, 
IE, SI, 
CN 1856327 
BR 2004014698 
JP 2007505938 
MX 2006PA03163 
IN 2006CN00982 
NO 2006001777 
PRIORITY APPLN. INFO. 

OTHER SOURCE (S) : 
AB 



CH, 
LT, 



A2 
A3 
AM, 

CU, 
HR, 
LT, 
PG, 
TR, 
KE, 
KZ, 
FR, 
BF, 

Al 

Al 

A2 
DE, 
LV, 

A 

A 

T 

A 

A 

A 



20050331 
20051103 
AT, AU, AZ, 
DE, 
ID, 
LV, 
PL, 
TZ, 
MW, 
RU, 
GR, 
CF, 



WO 2004-EP10686 



20040923 



cz, 

HU, 
LU, 
PH, 
TT, 
LS, 
MD, 
GB, 
BJ, 



DK, 
IL, 
MA, 
PT, 
UA, 
MZ, 
TJ, 
HU, 
CG, 



BA, 

DM, 
IN, 
MD, 
RO, 
UG, 
NA, 
TM, 
IE, 
CI, 



BB, 

DZ, 
IS, 
MG, 
RU, 
US, 
SD, 
AT, 
IT, 
CM, 



BG, 

EC, 
JP, 
MK, 
SC, 

uz, 

SL, 
BE, 
LU, 
GA, 



BR, 

EE, 
KE, 
MN, 
SD, 
VC, 

sz, 

BG, 
MC, 
GN, 



BW, 

EG, 
KG, 
MW, 
SE, 
VN, 
TZ, 
CH, 
NL, 
GQ, 



20050331 
20050331 
20060726 
DK, ES, FR, 
FI, RO, MK, 
20061101 
20061128 
20070315 
20060605 
20070615 
20060623 



AU 2004-273615 
CA 2004-2537991 
EP 2004-765542 
GB, GR, IT, LI, LU, 
CY, AL, TR, BG, CZ, 
CN 2004-80027544 
BR 2004-14698 
JP 2006-527348 
MX 2006-PA3163 
IN 2006-CN982 
NO 2006-1777 
US 2003-505250P 
WO 2004-EP10686 



BY, 

ES, 
KP, 
MX, 
SG, 
YU, 
UG, 
CY, 
PL, 
GW, 



NL, 
EE, 



BZ, 
FI, 
KR, 
MZ, 
SK, 
ZA, 
ZM, 
CZ, 
PT, 
ML, 



CA, 
GB, 
KZ, 
NA, 
SL, 
ZM, 
ZW, 
DE, 
RO, 
MR, 



CH, 

GD, 

LC, 

NI, 

SY, 

ZW 

AM, 

DK, 

SE, 

NE, 



20040923 
20040923 
20040923 
SE, MC, PT, 
HU, PL, SK, 
20040923 
20040923 
20040923 
20060320 
20060322 
20060421 
' 20030923 
r 20040923 



HR 



MARPAT 142:329832 



The present invention relates to a combination therapy for treating 
patients suffering from proliferative diseases or diseases associated with 
persistent angiogenesis . The patient is treated with: (a) a VEGF 
inhibitor compound; and (b) one or more chemotherapeutic agents 
selected from the group consisting of: an aromatase inhibitor; an 
anti-estrogen, an anti-androgen (especially in the case of prostate cancer) or 

gonadorelin agonist; a topoisomerase I inhibitor or a topoisomerase II 

inhibitor; a microtubule active agent, an alkylating agent, an 

anti- neoplastic ant i -metabolite or a plat in compound; a compound 

targeting/decreasing a protein or lipid kinase activity or a protein or 

lipid phosphatase activity, a further anti -angiogenic compound or a compound 

which induces cell differentiation processes. The patient is treated with 

: (a) a VEGF inhibitor compound; and (b) one or more 

chemotherapeutic agents selected from the group consisting of : a 

bradykinin 1 receptor or an angiotensin II antagonist ; a cyclooxygenase 

inhibitor , a bisphosphonate , a heparanase inhibitor (prevents heparan 

sulfate degradation) , e.g. , PI-88 , a biol. response modifier, preferably a 

lymphokine or interferons , e.g., interferon y, an ubiquitination 

inhibitor, or an inhibitor which blocks anti-apoptotic pathways ; an 

inhibitor of Ras oncogenic isoforms or a farnesyl transferase inhibitor ; 

a teloraerase inhibitor , e.g. , telomestatin ; a protease inhibitor, a 

matrix metalloproteinase inhibitor , a methionine aminopeptidase inhibitor 

, e.g. , bengamide or a derivative thereof , or a proteasome inhibitor , e. g. 

, PS-341. The patient is treated with : (a) a VEGF 

inhibitor compound (b) one or more chemotherapeutic agents selected 

from the group consisting of : agents used in the treatment of hematol. 

malignancies or FMS-like tyrosine kinase inhibitors ; an HSP90 inhibitors 

; HDAC inhibitors ; mTOR inhibitors ; somatostatin receptor antagonists ; 

integrin antagonists ; anti-leukemic corapds. ; tumor cell damaging 

approaches such as ionizing radiation EDG binders ; anthranilic 

acid amide class of kinase inhibitors ; ribonucleotide 

reductase inhibitors ; S-adenosylmethionine decarboxylase inhibitors ; 



Updated Search 



antibodies against VEGF or VEGFR ; photodynamic therapy ; angiostatic 
steroids ; implants containing corticosteroids ; ATI receptor antagonists 
ACE inhibitors. 



=> d his 

(FILE 'HOME* ENTERED AT 00:17:06 ON 11 OCT 2007) 
FILE » REGISTRY' ENTERED AT 00:17:15 ON 11 OCT 2007 



FILE 'HCAPLUS' ENTERED AT 00:17:20 ON 11 OCT 2007 
LI OS ANTRANILIC () ACID () AMIDE? 

L2 67 S ANTHRANILIC () ACID {) T^IDE? 

L3 1 S L2 AND VEGF () INHIBITOR? 

L4 0 S L3 AND REVIEW/DT 

=> s VEGF 0 inhibitor? 
21171 VEGF 

182 VEGFS 
21189 VEGF 

(VEGF OR VEGFS) 
1063541 INHIBITOR? 
L5 258 VEGF (W) INHIBITOR? 

=> s 15 and neoplastic () disease? 
612 32 NEOPLASTIC 

19 NEOPLASTICS 
61246 NEOPLASTIC 

(NEOPLASTIC OR NEOPLASTICS) 
1125002 DISEASE? 

2437 NEOPLASTIC (W) DISEASE? 
L6 1 L5 AND NEOPLASTIC (W) DISEASE? 

=> d 16, ibib abs hitstr, 1 

L6 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2006:542305 HCAPLUS 
145:34209 

Antitumor combinations containing a VEGF 

inhibitor and 5-FU or one of its derivatives 

Vrignaud, Patricia; Chiron-Blondel , Marielle; Bissery, 

Marie-Christine; Furfine, Eric; Holash, Jocelyn; 

Cedarbaum, Jesse M. 

Aventis Pharma S.A., Fr. 

PCT Int. Appl., 16 pp. 

CODEN: PIXXD2 

Patent 

French 

1 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2006059012 
W 



Al 20060608 WO 2005-FR3005 20051202 

AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP, KR, 

KZ, LC, LK, LR, LS, LT, LU, LV, LY, MA, MD, MG, MK, MN, MW, MX, 

MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 

SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, 
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VN, YU, 


ZA, 


ZM, 


ZW 














RW: AT, BE, 


BG, 


CH, 


CY, 


CZ, DE, 


DK, EE, ES, 


FI, FR, 


GB, 


GR, HU, IE, 




IS, IT, 


LT, 


LU, 


LV, 


MC, NL, 


PL, PT, RO, 


SE, SI, 


SK, 


TR, BF, BJ, 




CF, CG, 


CI, 


CM, 


GA, 


GN, GQ, 


GW, ML, MR, 


NE, SN, 


TD, 


TG, BW, GH, 




GM, KE, 


LS, 


MW, 


MZ, 


NA, SD, 


SL, SZ, TZ, 


UG, ZM, 


ZW, 


AM, AZ, BY, 




KG, KZ, 


MD, 


RU, 


TJ, 


TM 










FR 


2878749 




Al 




20060609 


FR 2004- 


12870 




20041203 


AU 


2005311191 




Al 




20060608 


AU 2005- 


311191 




20051202 


CA 


2586735 




Al 




20060608 


CA 2005- 


2586735 




20051202 


US 


2006178305 




Al 




20060810 


US 2005- 


293761 




20051202 


EP 


1824504 




Al 




20070829 


EP 2005- 


824581 




20051202 




R: AT, BE, 


BG, 


CH, 


CY, 


CZ, DE, 


DK, EE, ES, 


FI, FR, 


GB, 


GR, HU, IE, 




IS, IT, 


LI, 


LT, 


LU, 


LV, MC, 


NL, PL, PT, 


RO, SE, 


SI, 


SK, TR, AL, 




BA, HR, 


MK, 


YU 














IN 


2007KN01868 




A 




20070810 


IN 2007- 


KN1868 




20070524 



PRIORITY APPLN. INFO.: FR 2004-12870 A 20041203 

WO 2005-FR3005 W 20051202 

AB An antitumor composition contains a VEGF inhibitor and a 

5-f luorouracil or a 5-f luropyrimidine derivs. for the treatment of 

neoplastic diseases. A s.c. injection contained VEGF 25 

mg diluted in 1 mL phosphate buffer. An i.v. injection contained 5-FU diluted 
with 5 mL of 5% glucose solution The injection solns. are administered 
simultaneously by perfusion. 
REFERENCE COUNT: 11 THERE ARE 11 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> dh is 

DH IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> d his 

(FILE 'HOME' ENTERED AT 00:17:06 ON 11 OCT 2 007) 

FILE 'REGISTRY' ENTERED AT 00:17:15 ON 11 OCT 2007 

FILE 'HCAPLUS' ENTERED AT 00:17:20 ON 11 OCT 2007 

LI OS ANTRANILIC () ACID () AMIDE? 

L2 67 S ANTHRANILIC () ACID () AMIDE? 

L3 1 S L2 AND VEGF ( ). INHIBITOR? 

L4 0 S L3 AND REVIEW/DT 

L5 258 S VEGF () INHIBITOR? 

L6 1 S L5 AND NEOPLASTIC () DISEASE? 

=> s 15 and retinopathy? 

8732 RETINOPATHY? . 
L7 45 L5 AND RETINOPATHY? 

=> s 17 and review/dt 

2076262 REVIEW/DT 
L8 11 L7 AND REVIEW/DT 

=> d 18, ibib abs hitstr, 1-11 

L8 ANSWER 1 OF 11 HCAPLUS COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBER: 2007:537355 HCAPLUS 

DOCUMENT NUMBER: 147:163184 

TITLE: Aging and retinal vascular diseases 
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AUTHOR (S): Takagi, Hitoshi 

CORPORATE SOURCE: Department of Ophthalmology, Hyogo Prefectural 

Amagasaki Hospital, Japan 
SOURCE: Nippon Ganka Gakkai Zasshi (2007), 111(3), 207-230 

CODEN: NGZAA6; ISSN: 0029-0203 
PUBLISHER: Nippon Ganka Gakkai 

DOCUMENT TYPE: Journal; General Review 

r»ANGUAGE : Japanese 

AB A review. Ocular vascular diseases such as diabetic retinopathy 

; retinal vein occlusion and age-related macular degeneration, have become 
leading causes of severe visual disturbance. Macular edema and serous 
retinal detachment are associated with abnormal vascular leakage and 
tractional retinal detachment and neovascular glaucoma is caused by 
retinal neovascularization. Such ocular vascular diseases are caused by 
vascular cell aging and vascular damage associated with lifestyle-related 
diseases including diabetes mellitus, hypertension, hyperlipidemia, and 
obesity. Along with aging, oxidative stress and phys. stress induce 
apoptosis by intracellular signaling through stress kinases in cultured 
retinal vascular cells. The inhibition of such stress kinases could be an 
effective treatment to protect the vascular cells against age related 
damage. In a retinal vascular developmental model, pericyte loss causes 
pathol. mimicking macular edema and proliferative diabetic 
retinopathy. Angiopoietin 1 (Ang I) secreted by pericytes 
suppresses oxidative stress -induced intracellular signaling through stress 
kinases linked to cell apoptosis and normalizes such retinal pathol. Ang 
1-triggered intracellular signaling is useful for the treatment of 
vascular cell pathol. associated with pericyte loss. In diabetic 
retinopathy and retinal vein occlusion, vascular endothelial growth 
factor (VEGF) has been recognized as a predominant factor to induce the 
ischemic retinal neovascularization. Neuropillin 1 (NRP 1) , which 
enhances receptor function, is abundantly expressed in the retinal 
endothelial cells and is upregulated by VEGF and by hypoxia to regulate a 
pos. feedback mechanism in retinal neovascularization. This receptor 
could be a unique target for retina- specific therapy. In 
lifestyle-related diseases which increase along with aging, the 
renin-angiotensin system which regulates hypertension and cardiovascular 
diseases and adipocytokines which are abnormally secreted in obesity act 
as proangiogenic factors. Regulation of such lifestyle-related disease 
factors is important for the treatment of retinal vascular diseases. 
Finally, recent research has found that erythropoietin is an 
ischemia- induced angiogenic factor that acts independently and as potently 
as VEGF in proliferative diabetic retinopathy (PDR) . The VEGF 
level is particularly high and strongly associated with angiogenic activity 
in PDR patients. The potential of VEGF inhibitors has 

recently been recognized in clin. applications. In the present study, the 
anal, of mol. mechanisms in vascular deficiency using vascular cell biol. 
methodol, and novel strategies for the treatment of vascular diseases are 

reviewed with 60 refs. 

L8 ANSWER 2 OF 11 HCAPLUS COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBER: 2005:688763 HCAPLUS 

DOCUMENT NUMBER: 143:259263 

TITLE: Old and new drug targets in Diabetic 

retinopathy: From biochemical changes to 

inflammation and neurodegeneration 
AUTHOR (S) : Leal, E. C. ; Santiago, A. R. ; Ambrosio, A. F. 

CORPORATE SOURCE: Center for Ophthalmology of Coimbra, IBILI, Faculty of 

Medicine, University of Coimbra, Port. 
SOURCE: Current Drug Targets: CNS & Neurological Disorders 

(2005) , 4 (4) , 421-434 

CODEN: CDTCCC; ISSN: 1568-007X 
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PUBLISHER: Bentham Science Publishers Ltd. 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE : Engl i sh 

AB A review. Diabetic Retinopathy (DR) is a major complication of 

diabetes and is a leading cause of blindness in western countries. DR has 
been considered a microvascular disease, and the blood-retinal barrier 
breakdown is a hallmark of this disease. The available treatments are 
scarce and not very effective. Despite the attempts to control blood 
glucose levels and blood pressure, many diabetic patients are affected by 
DR, which progresses to more severe forms of disease, where laser 
photocoagulation therapy is needed. DR has a huge psychol. impact in 
patients and tremendous economic and social costs. Taking this into 
account, the scientific community is committed to find a treatment to DR. 
Understanding the cellular and mol. mechanisms underlying the pathogenesis 
of DR will facilitate the development of strategies to prevent, or at 
least to delay the progression of the disease. The involvement of the 
polyol pathway, advanced glycation end products, protein kinase C and 
oxidative stress in the pathogenesis of DR is well -documented, and several 
clin. trials have been conducted to test the efficacy of various drugs. 
More recent findings also demonstrate that DR has characteristics of 
chronic inflammatory disease and neurodegenerative disease, which 
increases the opportunity of intervention at the Pharmacol, level. This 
review presents past and recent evidences demonstrating the involvement of 
different raols. and processes in DR, and how different approaches and 
Pharmacol, tools have been used to prevent retinal cell dysfunction. 

REFERENCE COUNT: 244 THERE ARE 244 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 



L8 ANSWER 3 OF 
ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE : 



SOURCE : 



AUTHOR (S) 
CORPORATE 



SOURCE 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 



11 HCAPLUS COPYRIGHT 2007 ACS on STN 
2005 : 549365 HCAPLUS 
143:52831 

Novel approaches in the treatment of angiogenic eye 
disease 

Wegewitz, U. ; Goehring, I.; Spranger, J. 
Department of Clinical Nutrition {Chairman Prof. Dr. 
A.F.H. Pfeif fer) , German Institute of Human Nutrition 
Potsdam-Rehbruecke , Germany 

Current Pharmaceutical Design (2005), 11(18), 
2311-2330 

CODEN: CPDEFP; ISSN: 1381-6128 
Bentham Science Publishers Ltd. 
Journal; General Review 
English 

A review. Angiogenic eye disease is among the most common causes of 
blindness worldwide. Current treatment approaches are insufficiently 
effective and partially associated with significant adverse effects. From an 
investigational view, the eye provides an ideal setting to observe 
real-time and serial observations of angiogenesis in vivo in humans. The 
current understanding of mol. biol. involved in angiogenesis has already 
led to the identification of a number of potential therapeutic targets, some 
of them being highly effective angiostatic mols. Most exptl. approaches 
currently favor or even require the systemic administration of the 
investigated substances (somatostatin analogs, PKC- inhibitors) . However, 
the systemic administration of bioactive substances always risks 
significant systemic adverse effects. Due to the morphol. characteristics 
of the eye, local therapies including intraocular injection or .even local 
gene transfer might be feasible. They might provide a valuable 
opportunity of targeted and sustained delivery of therapeutic proteins to 
the retina. This review aims to outline the current understanding of the 
pathogenesis of proliferative diabetic retinopathy and will 



Updated Search 



focus on some as yet exptl., but potentially effective new therapeutic 
possibilities of this disease. 
REFERENCE COUNT: 238 THERE ARE 238 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 



L8 ANSWER 4 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



AUTHOR (S) 



CORPORATE SOURCE: 



11 HCAPLUS COPYRIGHT 2 007 ACS on STN 
2005 : 544265 HCAPLUS 
143:90112 

Bevacizumab (Avast in) , a humanized anti-VEGF 
monoclonal antibody for cancer therapy 
Ferrara, Napoleone; Hillan, Kenneth J.; Novotny, 
William 

Department of Molecular Oncology, Genentech, Inc., 
South San Francisco, CA, 94080, USA 
Biochemical and Biophysical Research Communications 
(2005), 333(2), 328-335 
CODEN: BBRCA9; ISSN: 0006-291X 
Elsevier 

Journal; General Review 
English 

A review. Vascular endothelial growth factor (VEGF) is an endothelial 
cell- specif ic mitogen in vitro and an angiogenic inducer in vivo. The 
tyrosine kinases Flt-1 (VEGFR-1) and Flk-l/KDR (VEGFR-2) are high affinity. 
VEGF receptors. VEGF plays an essential role in developmental 
angiogenesis and is important also for reproductive and bone angiogenesis . 
Substantial evidence also implicates VEGF as a mediator of pathol. 
angiogenesis. Anti-VEGF monoclonal antibodies and other VEGF 
inhibitors block the growth of several tumor cell lines in nude 
mice. Clin, trials with VEGF inhibitors in a variety 

of malignancies are ongoing. Recently, a humanized anti-VEGF monoclonal 
antibody (bevacizumab; Avast in) has been approved by the FDA as a 
first- line treatment for metastatic colorectal cancer in combination with 
chemotherapy. Furthermore, VEGF is implicated in intraocular 
neovascularization associated with diabetic retinopathy and 
age-related macular degeneration. 
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Vascular endothelial growth factor: 
clinical progress 
Ferrara, Napoleone 
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Vascular endothelial growth factor (VEGF) is an endothelial 



San 



cell -specific mitogen in vitro and an angiogenic inducer in a variety of 
in vivo models. Hypoxia has been shown to be a major inducer of VEGF gene 
transcription. The tyrosine kinases Flt-1 (VEGFR-1) and. Flk-l/KDR 
{VEGFR-2) are high-affinity VEGF receptors. The role of VEGF in 
developmental angiogenesis is emphasized by the finding that loss of a 
single VEGF allele results in defective vascularization and early 
embryonic lethality. VEGF is critical also for reproductive and bone 
angiogenesis.' Substantial evidence also implicates VEGF as a mediator of 
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pathol. angiogenesis . In situ hybridization studies demonstrate 
expression of VEGF mRNA in the majority of human tumors. Anti-VEGF 
monoclonal antibodies and other VEGF inhibitors block 

the growth of several tumor cell lines in nude mice. Clin, trials with 
various VEGF inhibitors in a variety of malignancies 
are ongoing. Very recently, an anti-VEGF monoclonal antibody 
(bevacizumab; Avast in) has been approved by the Food and Drug 
Administration as a first- line treatment for metastatic colorectal cancer 
in combination with chemotherapy. Furthermore, VEGF is implicated in 
intraocular neovascularization associated with diabetic retinopathy 
and age-related macular degeneration. 
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retinopathy 

AUTHOR (S) : de la Cruz, Jose Pedro; Gonzalez-Correa, Jose Antonio; 

Guerrero, Ana; de la Cuesta, Felipe Sanchez 
CORPORATE SOURCE: Department of Pharmacology and Therapeutics, School of 

Medicine, University of Malaga, Malaga, Spain 
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AB A review. Diabetic retinopathy is the most frequent cause of 

legal blindness in the population of 30-to-70-yr olds. Whether 
retinopathy appears or not depends mainly on the duration of the 
disease and the degree of metabolic control the patient maintains. High 
blood glucose values lead to important changes in cellular metabolism and the 
main effects of these alterations are endothelial dysfunction that sets in 
motion the morphol . process of diabetic retinopathy. The 

biochem. lesions caused by prolonged hyperglycemia can be pos. influenced, 
but usually not normalized, Pharmacol, with some groups of drugs, which 
are now under development. This makes tight control of glycemia a key 
measure in preventing the onset or progression of diabetic 
retinopathy, together with an effective program of ophthalmol . 
detection and follow-up in patients with diabetes. Regarding the role of 
endothelial dysfunction, antiplatelet drugs have been shown to slow some 
aspects of the evolution of diabetic retinopathy in its initial 
stages, mainly a lower degree of microaneurysms. However, a new approach 
to controlling endothelial dysfunction shows promise, mainly through the 
vascular endothelial growth factor (VfiGF) inhibitors. 
These agents may prove to be especially useful in the treatment of 
proliferative 

diabetic retinopathy. Other encouraging results have been 
obtained in studies of antioxidant drugs and inhibitors of the formation 
of advanced glycation end products. Once retinal lesions appear, 
preventive measures need to be redoubled, with special attention to 
controlling glycemia; however, it is also necessary to resort to laser 
photocoagulation. This intervention aims to eliminate areas of ischemia 
and to diminish the formation of retinal exudates. If this measure fails 
or if vitreous hemorrhage appears, the only remaining therapeutic measure 
is vitrectomy. 
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15-274, Pol. 

SOURCE: Klinika Oczna (2003), 105(5), 319-321 

CODEN: KOAOAE; ISSN: 0023-2157 
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DOCUMENT TYPE: Journal; General Review 

LANGUAGE: Polish 

AB A review. The roles of VEGF in microaneurysm formation, blood-eye retinal 
barrier breakdown, and development of capillaary nonperfusion and retinal 
neovascularization in the pathogenesis of diabetic retinopathy 
are discussed. The use of VEGF inhibitors in the 
treatment of diabetic retinopathy is outlined. 
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TITLE: Biochemical and molecular mechanisms of diabetic 
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SOURCE: Current Science (2002), 83(12), 1506-1514 
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AB A review. Diabetic retinopathy is one of the most common 

devastating complications of diabetes. Currently there are no accepted 

drug treatments for diabetic retinopathy and laser therapy is 

the most accepted treatment option. Biochem. and physiol. changes that 

occur very early in the retina of diabetic patients are the major 

signaling determinants of future damage to the retina. However, drug 

treatment for diabetic retinopathy that will specifically 

ameliorate biochem. defects, is still only at an exptl. stage. Research 

during the past few decades has provided ample evidence that hyperglycemia 

is one of the main factors driving the onset and progression of diabetic 

retinopathy. Furthermore, hyperglycemia- induced events regulate a 

variety of cellular signals including the stimulation of growth factors 

that are implicated in retinopathy. It is possible that in the 

future, novel therapeutic measures may emerge for the treatment of 

diabetic retinopathy. To discover ant i -permeability and 

ant i- angiogenic compds., a more comprehensive understanding of the 

mechanisms governing the vascularization of the retina is required. Some 

of the exptl. approaches currently under investigation, such as protein 

kinase C inhibitors, VEGF inhibitors, pigment 

epithelium-derived factor, and many others may prove useful as new 
therapeutic approaches in the treatment of various stages of diabetic 
retinopathy. Significant efforts continue to be directed toward 
the evaluation of the mechanisms underlying diabetic retinopathy 
to achieve newer and better therapies for this potentially preventable 
cause of blindness. 
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A review, with 230 refs. Vascular endothelial growth factor (VEGF) is a 
fundamental regulator of normal and abnormal angiogenesis . Recent 
evidence indicates that VEGF is essential for embryonic vasculogenesis and 
angiogenesis. Furthermore, VEGF is required for the cyclical blood vessel 
proliferation in the female reproductive tract and for longitudinal bone 
growth and endochondral bone formation. Substantial exptl. evidence also 
implicates VEGF in pathol. angiogenesis. Anti-VEGF monoclonal antibodies 
or other VEGF inhibitors block the growth of many 

tumor cell lines in nude mice. Furthermore, the concns . of VEGF are 
elevated in the aqueous and vitreous humors of patients with proliferative 
retinopathies such as the diabetic retinopathy. In addition, 
VEGF- induced angiogenesis results in a therapeutic benefit in several 
animal models of myocardial or limb ischemia. Currently, both therapeutic 
angiogenesis using recombinant VEGF or VEGF gene transfer and inhibition 
of VEGF-mediated pathol. angiogenesis are being pursued. 
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A review with 285 refs. Compelling evidence indicates that vascular 
endothelial growth factor (VEGF) is a fundamental regulator of normal and 
abnormal angiogenesis. The loss of a single VEGF allele results in 
defective vascularization and early embryonic lethality. VEGF plays also 
a critical role in kidney development, and its inactivation during early 
postnatal life results in the suppression of glomerular development and 
kidney failure. Recent evidence indicates that VEGF is also essential for 
angiogenesis in the female reproductive tract and for morphogenesis of the 
epiphyseal growth plate and endochondral bone formation. Substantial 
exptl. evidence also implicates VEGF in pathol. angiogenesis. Anti-VEGF 
monoclonal antibodies or other VEGF inhibitors block 

the growth of several human tumor cell lines in nude mice. Furthermore, 
the concns. of VEGF are elevated in the aqueous and vitreous humors of 
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patients with proliferative retinopathies such as the diabetic 
retinopathy. In addition, VEGF-induced angiogenesis results in a 
therapeutic benefit in several animal models of myocardial or limb 
ischemia. Currently, both therapeutic angiogenesis using recombinant VEGF 
or VEGF gene transfer and inhibition of VEGF-mediated pathol. angiogenesis 
are being pursued clin. 
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A review with 32 refs. Vascular endothelial growth factor (VEGF) is an 
endothelial cell -selective potent angiogenic factor, inducing the growth 
of endothelial cells and directly mediating changes in microvascular 
permeability. Diabetic retinopathy and the growth of solid 
tumors are known to angiogenic diseases, and according to recent reports, 
VEGF is highly expressed in the region of these diseases. Because 
inhibition of the activity of VEGF may inhibit angiogenesis in these 
diseases, VEGF inhibitors offer a new approach to the 
treatment of angiogenic diseases. We review here the expression and 
regulation of VEGF and VEGF inhibitors. 
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161-166 

CODEN: FONEEW; ISSN: 1641-4640 
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LANGUAGE: English 

AB A review. Cerebral edema induced by hypoxia is connected with activity of 
vascular endothelial growth factor (VEGF) . Hypoxia activates VEGF 
expression, which leads to the increase of endothelial permeability. 
Hypoxia- induced VEGF-overexpression is connected with transcriptional 
activation by hypoxia- inducible factor 1 (HIF-1) and posttranscriptional 
stabilization of raRNA by proteins such as HuR. Also a number of VEGF 
receptors increases in response to hypoxia. Transcriptional activation by 
HIF-1 (receptor fit-1) and posttranscriptional mechanism (receptor KDR) 
play a key role in this process. Vascular endothelial growth factor 
increases the permeability and this process is very effective in hypoxia, 
which prevents the rapid autoxidn. of the second messenger NO. Many 
VEGF inhibitors can be used in future for prevention or 
treatment of hypoxia- induced cerebral edema. They can inhibit VEGF 
formation (as used in cerebral edema dexamethasone , or barbiturates, 
trichstatin A, candesartan, small mol . inhibitors of hypoxia- inducible 
factor 1, gelandamycin, ribozymes and catechins) or VEGF-activity (soluble 
receptors, monoclonal antibodies, heterodimeric antagonistic VEGF variant, 
RTK inhibitors and catechins) . 
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A review of the treatment of cancer using antiangiogenic agents, especially 
those that antagonize vascular endothelial growth factor (VEGF) . An 
innovative ant i- VEGF therapy coined VEGF-Trap in which Ig domains from the 
lower-affinity VEGF receptor Flk and the high-affinity VEGF receptor Flt-1 
are fused to generate a soluble VEGF inhibitor with 

favorable pharmacokinetic properties and an extraordinarily high binding 
affinity is discussed. 
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A review. Vascular endothelial growth factor (VEGF) is a key regulator of 
physiol. angiogenesis during embryogenesis, skeletal growth and 
reproductive functions. VEGF has also been implicated in pathol. 
angiogenesis associated with tumors, intraocular neovascular disorders and 
other conditions. The biol, effects of VEGF are mediated by two receptor 
tyrosine kinases (RTKs) , VEGFR-1 and VEGFR-2, which differ considerably in 
signaling properties. Non-signaling co-receptors also modulate VEGF RTK 
signaling. Currently, several VEGF inhibitors are 

undergoing clin. testing in several malignancies. VEGF inhibition is also 
being tested as a strategy for the prevention of angiogenesis, vascular 
leakage and visual loss in age-related macular degeneration. 
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A review. Current therapeutic options for age-related macular 
degeneration are very limited and are, at best, only capable of slowing 
visual loss. Because of this an intensive search for prophylactic agents 
capable of inhibiting the progression of this disease from early into late 
forms, as well as for new therapeutic approaches was undertaken. While 
neuroprotective substances are hoped to prevent cellular death in this 
disease process, multiple substances capable of inhibiting 
neovascularization, such as VEGF inhibitors, are in 
Clin, trials. Inhibitors of matrix-metalloproteinases (MMP) and 
chemotherapeutic agents are also being clin. tested as novel therapies for 
AMD. Other targets include the inhibition of toxic compound formation in 
lipofuscin granules such as AZ-E. What follows is an overview of 
different substances and their stages of development in clin. trials. 
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A review. Antiangiogenic therapy and the mechanism of angiogenesis 
inhibitors are reviewed including matrix metalloprotease inhibitors such 
as MMP-2, MMP-7, and MMP-9, TNP-470, thalidomide, VEGF 
inhibitors, angiostatin, endostatin, receptor tyrosine kinase 
inhibitors, and gene therapy. 
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A review. Inflammatory musculoskeletal disorders such as rheumatoid 
arthritis (RA) and osteoarthritis . are a common cause of pain and 
disability. RA, a systemic disease characterized by a chronic 
inflammation of the synovial lining of joints, is associated with destruction 
of cartilage and bone. Many pro- inflammatory cytokines including 
TNFa, chemokines, and growth factors are expressed in diseased 
joints. Cytokine inhibitors, for example monoclonal anti-TNFa 
antibody Infliximab, have demonstrated efficacy in cliii. trials, and more 
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recently have been shown to delay joint damage. TNFa blockade, in 
. addition to reducing joint inflammation and leukocyte infiltration, also 
results in decreased formation of new blood vessels in the synovium. This 
formation of blood vessels from the pre-existing vasculature 
(angiogenesis) is essential in maintaining and nourishing the synovial 
tissue mass. Many endothelial growth factors have been demonstrated in 
RA, but vascular endothelial growth factor (VEGF) is the most specific 
mitogen characterized to date. Expression of VEGF is upregulated in many 
angiogenesis-dependent diseases, including RA. The authors' studies have 
shown that serum levels of VEGF are elevated in patients with RA, and are 
reduced following treatment with anti-TNFa antibody. More recently, 
the authors found that serum VEGF levels at presentation are elevated in 
patients with early RA, and are able to predict joint destruction. The 
central role of angiogenesis in RA suggests that suppression of pannus 
growth could be a beneficial element of anti-arthritic therapy. The 
authors have reported that VEGF blockade, using a human form of the soluble 
VEGF receptor Flt-1, reduced disease severity, and synergized with 
anti-TNFa antibody. Thus, in diseases such as RA, anti- inflammatory 
treatments such as anti-TNFa might synergize with anti -angiogenic 
approaches, including VEGF inhibitors, leading to long 
term benefit. 
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Gemcitabine is broadly active in a variety of solid tumors. 



SOURCE : 

PUBLISHER: 
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AB A review. 

including malignant mesothelioma. In vitro, gemcitabine demonstrates 
activity against mesothelioma cell lines. The role of single-agent 
gemcitabine in patients with mesothelioma is unclear, since three phase II 
trials treated a total of 60 patients and achieved response rates of 
0%,7%, and 31%. The combination of gemcitabine and cispatin is 
synergistic against mesothelioma cell lines in vitro. Gemcitabine in 
combination with cisplatin or carboplatin shows definite activity in phase 
II trials. The trial by Byrne and colleagues that demonstrated a response 
rate of 48% established the combination of gemcitabine plus cisplatin as a 
standard therapy for this disease in the United States. Subsequent 
multicenter trials have achieved lower response rates of 26% and 16% for 
this combination. Gemcitabine plus carboplatin also has activity. Future 
roles for gemcitabine in malignant mesothelioma patients include 
incorporating a gemcitabine/platinum regimen for neoadjuvant or adjuvant 
therapy, combining it with other cytotoxic chemotherapy agents such as 
pemetrexed or vinorelbine, or adding novel cytostatic agents such as the 
vascular endothelial growth factor (VEGF) inhibitor, 
bevacizumab, to the gemcitabine and platinating agent combination. 
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AB A review. Background and Objectives, Several mol. and cytogenetic 

advances have suggested novel therapeutic strategies that could help reach 
an eventual cure for multiple myeloma (MM) . Evidence and Information 
Sources. Identification of novel, MM-specific mol. targets should pave the 
way for drugs that can specifically attack the neoplastic cells while 
sparing the normal ones. . Drugs that alter the marrow microenvironment - 
such as bisphosphonates, proteasome inhibitors (e.g. PS-341/LDP341) , 
lactacystin or LLNV compds. - induce apoptosis or Gl growth arrest and 
alter the adhesion of MM cells to marrow stroma. These drugs that modify 
the microenvironment have a more solid scientific basis and may, 
therefore, have more realistic implications in MM treatment. Of these, 
novel vascular endothelial growth factor (VEGF) 

inhibitors, such as SU5416 and SU6668, block tumor-cell adhesion 
and could disrupt MM cell proliferation. Similarly, tyrosine kinase 
inhibitors (TKI) such as fibroblast growth factor receptor (FGFR) 
inhibitors, may serve when the FGFR3 gene is overexpressed due to the 
t(4;14) (pl6.3;q32) and/or is activated by point mutations. In cases 
carrying the translocation and expressing the IgH/WHSCl-MMSET hybrid 
transcripts, histone deacetylase (HDAC) inhibitors could be useful, but 
their possible clin. use needs to be supported by more biol. studies. 
Tumor necrosis factor a-related apoptosis -inducing ligand (TRAIL) 
induces apoptosis in MM cell lines and primary cells. The proliferative 
signaling pathway of FGFR3 is "mediated by Has (Ras-activating mutations 
are frequently found in MM) , which presents a possible target for 
farnesyltransf erase inhibitors (used alone or in association with 
IFN-a) . Perspectives. In several of these options, preclin. studies 
have proved encouraging, and clin. trials are now getting underway. 
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AB A review on the central role of vascular endothelial growth factor (VEGF) 
in ovarian cancer and novel therapeutic strategies designed to inhibit its 
effect on tumor growth. Several lines of evidence suggest a causal link 
between tumor secretion of VEGF and ascites formation. Vascular 
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permeability factor (VPF) and VEGF may play a central role in the 
formation of ascites by stimulating both angiogenesis and vascular 
permeability. In preclin. models VEGF inhibitors 
block the formation of ascites, a therapeutic effect that may be 
particularly relevant for the treatment of ovarian cancer. Several 
pharmaceutical agents that block VEGF activity are already being tested in 
Clin, trials in a variety of cancer. 
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